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DETAILED ACTION 

1 . A request for continued examination under 37 CAR 1.114, including the fee set forth in 37 
CAR 1.17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 CAR 1.1 14, and the fee set forth in 37 CAR 1.17(e) has been 
timely paid, the finality of the previous Office action has been withdrawn pursuant to 37 CAR 
1.114. Applicant's submission filed on 2/13/03 has been entered. 

2. The preliminary amendment K, filed on 2/13/03 has been fully considered and entered into 
the application. 

3. Claims 10-13, 17-18, 22-24 and 26 are currently pending and are being examined in this 
application. 

4. The lengthy specification has not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicant's cooperation is requested in correcting any errors 
of which applicant may become aware in the specification. 

5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the claims 
under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
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the contrary. Applicant is advised of the obligation under 37 CAR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103© and potential 35 
U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

6. Claims 10-13, 1 7-18 and 20-26 are rejected under 35 U.S.C. 103(a) as being unpatentable 
overPirrung et al (Advance ACS Abstract, vol. 8, No. 1, January 1, 1995) and Gallop et al 
(Journal of Medicinal Chemistry, vol. 37, No. 9, April 29, 1994, pages 1233-1251). 

The instant claims briefly recite a method of making a spatially-addressable combinatorial 
array of at least 500 different compounds by providing at least 500 different reaction vessels 
organized into array and each vessel contains substantially one compound. 

Pirrung et al teach non-peptide Indexed library and a method for preparation and 
screening against acetylcholine esterase of the non-peptide "indexed" combinatorial library. The 
reference teaches a combinatorial library composed from nine alcohols and six isocyanates (refers 
to reactants of the instant claims) to formally generate 54 carbomates. The reference teaches to 
deduce most active member of the library, it was prepared as 15 sublibraries (refers to sub arrays 
of the instant claims) in which one of the reacting component was fixed (refers to molecular core 
of the instant claims) and the other reactant used in equimolar mixtures. The reference teaches 
that the product mixtures were tested and their activities used as indices to the rows and columns 
of a two dimensional matrix (refers to spatially addressable array of the instant claims) reflecting 
the actives of individual carbomates. The reference teaches that the indexed libraries offer the 
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advantage that they can be prepared from any class of compounds composed of multiple subunits 
and that any class type of assay can be used because all compounds are generated in free form 
(refers to in solution of the instant claims). 

Pirrung et al teach indexed libraries. The reference teaches that the product mixtures were 
tested and their activities used as 'indices' to the rows or columns of a two dimensional matrix 
reflecting the activities of individual carbomates. A number of carbomates in the most active row 
and column were synthesized and assayed demonstrating that the most active cell (refers to the 
reaction vessel of the instant claims) in the matrix could be identified using sublibrary synthesis 
procedure. 

The claimed invention differs from the prior art teachings by reciting combinatorial array 
of at least 500 different compounds and the reaction vessels contain substantially one compound 
per vessel. Pirrung et al teach indexed combinatorial library , and the advantages of the indexed 
library. Pirrung et al teach indexed libraries can be prepared from any class of compounds 
composed of multiple subunits and that any type of assay can be used because all compounds are 
generated in free form. Pirrung et al do not teach 500 different compounds in 500 reaction vessels 
and substantially a single compound in each vessel. 

Gallop et al review combinatorial techniques and the screening methods. Gallop et al teach 
that depending on the number of individual compound sin a library (N) depends on the number of 
building blocks (b) (reactants) available for each step, and the number of reaction steps in 
reaction scheme (x), and N= b\ i.e., the reference teaches that using 100 building blocks permits 
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the theoretical synthesis of 100 million tetrameric chemical entities ( page 1234, and figure 1). 
Thus, it would have been obvious to one skilled in the art to prepare a combinatorial library of 
500 different compounds using the formula given by Gallop et al. Gallop et al teach a method for 
preparation of a combinatorial library by the split synthesis method (i.e., see page 1242, and figure 
2). Gallop et al further teach combinatorial libraries of soluble peptides (i.e., see page 1245, right 
column). The reference teaches that the "split synthesis" algorithm is easily adapted to generating 
equimolar mixtures of soluble peptides that may be screened in a variety of competition binding 
or functional bioassays. Gallop et al review the work of Houghten et al, bioactive peptides having 
been identified from libraries containing more than 50 million different sequences. 

Thus, it would have been obvious to a person skilled in the art at the time the invention 
was made to use the split method synthesis of soluble peptides taught by Gallop et al with indexed 
library synthesis method taught by Pirrung et al and use 500 different vessels to obtain 500 
different compounds in the library, because Pirrung et al teach indexed libraries by preparing 15 
different libraries, and Gallop et al teach a method for split synthesis and solution synthesis and a 
method to determine the number of individual units in a library. A person skilled in the art would 
have been motivated to use the indexed library of Pirrung et al to synthesize a combinatorial 
library of 500 different compounds in 500 reaction vessels or wells because Pirrung et al teach 
that the method can be prepared using any class of compounds and can be used for any type of 
assay because all compounds are generated in a free form and Gallop et al teach the advantages 
of use combinatorial library of compounds in drug discovery. Further Gallop et al teachings 
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motivate to determine the number of individual compounds in a library depending on the number 
of reactants used each step, and the number of reaction steps in a reaction scheme. 
7. Claims 10-13, 17-18 and 20-26 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Pirrung et al (Advance ACS Abstract, vol. 8, No. 1, January 1, 1995) and Rebek, Jr. et al 
(US Patent 5,877,030). 

The instant claims briefly recite a method of making a spatially-addressable combinatorial 
array of at least 500 different compounds by providing at least 500 different reaction vessels 
organized into array and each vessel contains substantially one compound. 

Pirrung et al teach non-peptide Indexed library and a method for preparation and 
screening against acetylcholine esterase of the non-peptide "indexed" combinatorial library. The 
reference teaches a combinatorial library composed from nine alcohols and six isocyanates (refers 
to reactants of the instant claims) to formally generate 54 carbomates. The reference teaches to 
deduce most active member of the library, it was prepared as 15 sublibraries (refers to sub arrays 
of the instant claims) in which one of the reacting component was fixed (refers to molecular core 
of the instant claims) and the other reactant used in equimolar mixtures. The reference teaches 
that the product mixtures were tested and their activities used as indices to the rows and columns 
of a two dimensional matrix (refers to spatially addressable array of the instant claims) reflecting 
the actives of individual carbomates. The reference teaches that the indexed libraries offer the 
advantage that they can be prepared from any class of compounds composed of multiple subunits 
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and that any class type of assay can be used because all compounds are generated in free form 
(refers to in solution of the instant claims). 

Pirrung et al teach indexed libraries. The reference teaches that the product mixtures were 
tested and their activities used as 'indices' to the rows or columns of a two dimensional matrix 
reflecting the activities of individual carbomates. A number of carbomates in the most active row 
and column were synthesized and assayed demonstrating that the most active cell (refers to the 
reaction vessel of the instant claims) in the matrix could be identified using sublibrary synthesis 
procedure. 

The claimed invention differs from the prior art teachings by reciting combinatorial array 
of at least 500 different compounds and the reaction vessels contain substantially one.compound 
per vessel. Pirrung et al teach indexed combinatorial library , and the advantages of the indexed 
library. Pirrung et al teach indexed libraries can be prepared from any class of compounds 
composed of multiple subunits and that any type of assay can be used because all compounds are 
generated in free form. Pirrung et al do not teach 500 different compounds in 500 reaction vessels 
and substantially a single compound in each vessel. 

Rebek, Jr. et al teach methods for forming combinatorial libraries. Rebek et al teach that a 
plurality of core molecules (refers to the core molecule of the instant claims) are reacted with a 
plurality of different tool molecules (refers to the structural diversity elements of the instant 
claims) to form a library of molecules having non-naturally occurring molecular diversity (i.e., see 
the abstract). Rebek Jr et al teach that by combining naturally and non-naturally occurring core 
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molecules an d tool molecules in accordance with the method disclosed, the invention provides a 
simple process for creating a combinatorial library of vast molecular diversity. The reference 
teaches that the disclosed solution phase synthesis of combinatorial library generates tens of 
molecular diversity molecules (i.e., see column 4) (refers to at least 500 compounds of the instant 
claims). The reference discloses the examples of core molecules (i.e., see column 9 and figure 1), 
and the tool molecules (i.e., see column 9, figs. 2, 3) useful in the disclosed invention. The 
reference teaches synthesis of combinatorial library containing 1225 different molecules (example 
2) or 10,440 different molecules (example 3) or 97,461 different compounds (example 4). 

Thus, it would have been obvious to a person skilled in the art at the time the invention 
was made to use the different core molecules and tool molecules taught by Rebek. Jr et al with 
the indexed library synthesis method taught by Pirrung et al to obtain at least 500 different 
compounds. A person skilled in the art would have been motivated to use the indexed library of 
Pirrung et al to synthesize a combinatorial library of at least 500 different compounds in 500 
reaction vessels or wells because Pirrung et al teach that the method can be prepared using any 
class of compounds and can be used for any type of assay because all compounds are generated in 
a free form with a single compound in each cell and Rebek Jr et al teach the advantages of the 
use of different core structures with tool molecules to obtain more than thousand molecular 
diversity compound library. 
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8. Applicant's arguments fi led on 2/13/03, regarding the art rejection of record (office 
action mailed on 8/16/02) have been fully considered but they are not persuasive. 

Applicants argue that Pirrung et al and Gallop do not teach 'each reaction vessel contains 
substantially only one compound after chemical reactions are completed. Applicants arguments 
have been considered but are not persuasive. Pirrung et.al teaches that the product mixtures were 
tested and their activities used as 'indices' to the rows or columns of a two dimensional matrix 
reflecting the activities of individual carbomates. a number of carbomates in the most active row 
and column were synthesized and assayed demonstrating that the most active cell (refers to the 
reaction vessel of the instant claims) in the matrix could be identified using sublibrary synthesis 
procedure. Thus, each row or column has one individual compound. Thus, if n reaction vessels 
have been arranged as rows and columns and n compounds are prepared, each reaction vessel 
would have only one compound which would refer to one compound per vessel. 

Gallop et al teach solid phase split pool synthesis method in synthesis of combinatorial 
library and use of the method in preparation of soluble peptides. And Pirrung et al teach the 
advantages of the solution phase synthesis of compounds in an array. Thus it would have been 
obvious to one skilled in the art to combine the teachings of split pool synthesis method taught 
by Gallop et al with the indexed library synthesis taught by Pirrung et al: 



9. 



No claims are allowed. 
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